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DETAILED ACTION 
Continued Examination Under 37 CFR 1,114 

1 . A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after allowance. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, prosecution in this application has been 
reopened pursuant to 37 CFR 1.114. Applicant's submission filed on July 8, 2005 has 
been entered. 

Withdrawal of Allowability and Status of the Claims 

2. The previous Notice of Allowability dated April 8, 2005 hereby withdrawn bases 
upon new claim rejections. Claims 22, 24, 67-75, 89-90 and 92-94 are pending and 
under examination in this application. All other claims have been cancelled. 

Claim Objections 

3. Applicant is advised that should claim 70 be found allowable, claim 71 will be 
objected to under 37 CFR 1 .75 as being a substantial duplicate thereof. When two 
claims in an application are duplicates or else are so close in content that they both 
cover the same thing, despite a slight difference in wording, it is proper after allowing 
one claim to object to the other as being a substantial duplicate of the allowed claim. 
See MPEP § 706.03(k). 
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Claim Rejections - 35 (JSC §112-2""^ paragraph 

4. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

5. Claims 22 and 24 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. Definitions which clearly and distinctly point out 
what the single letter amino acid representations are for the claimed substitutions is 
needed. For example, the addition of a clause at the end of the claim citing, whereby E 
is glutamate, A is alanine, Y is tyrosine and X is any naturally occurring amino acid 
would over come this rejection. 

Claim Rejections - 35 USC §112- 1^^ paragraph 

6. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

7. Claims 68, 93 and 94 are rejected under 35 U.S.C. 112, first paragraph, as failing 
to comply with the written description requirement. The claims contain subject matter 
which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventors, at the time the application was filed, 
had possession of the claimed invention. 

The claims are drawn to biologically active fragments of an isolated human 
aspartoacylase of SEQ ID No: 2. However, Vas-Cath Inc. V. Mahurkar, 19USPQ2d 
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1111, clearly states that "applicant must convey with reasonable clarity to those skilled 
in the art that, as of the filing date sought, he or she was in possession of the invention. 
The invention is, for purposes of the 'written description' inquiry, whatever is now 
claimed" The specification does not "clearly allow persons of ordinary skill in the art to 
recognize that [he or she] invented what is claimed." 

The multitude of possibilities of biologically active fragments which meet the 
limitations of the claims are vast. Thus, since claims are drawn to so many different 
combinations of potential polypeptides, the skilled artisan cannot necessarily envision 
the detailed structures of each and every different biologically active fragment of human 
aspartoacylase because it is not described in the specification which amino acids of the 
313 of SEQ ID No: 2 are absolutely essential and critical for the peptide to maintain both 
its structure and functionality. Therefore, conception is not achieved until reduction to 
practice has occurred, regardless of the complexity or simplicity of the methods of 
making the claimed invention. Adequate written description requires more than a mere 
statement that it is part of the invention and reference to a potential method of isolating 
or making it. The compound itself is required. See Fiers v. Revel, 25 USPQ2d 1601 at 
1606 (CAFC 1993) and Anrigen Inc. V. Chugai Pharmaceutical Co, Ltd., 18 USPQ2d 
1016. 

8. Claims 68, 93 and 94 are rejected under 35 U.S.C. 112, first paragraph, as failing 
to comply with the enablement requirement. The claims contain subject matter which 
was not described in the specification in such a way as to enable one skilled in the art to 
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which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. 

The factors to be considered in determining whether undue experimentation is 
required are summarized In re Wands 858 F.2d 731, 8 USPQ2nd 1400 (Fed, Cir, 1988). 
The court in Wands states: "Enablement is not precluded by the necessity for some 
experimentation such as routine screening. However, experimentation needed to 
practice the invention must not be undue experimentation. The key word is *undue,' not 
'experimentation.' " (Wands, 8 USPQ2d 1404). Clearly, enablement of a claimed 
invention cannot be predicated on the basis of quantity of experimentation required to 
make or use the invention. "Whether undue experimentation is needed is not a single, 
simple factual determination, but rather is a conclusion reached by weighing many 
factual considerations." (Wands, 8 USPQ2d 1404). The factors to be considered in 
determining whether undue experimentation is required include: (1) the quantity of 
experimentation necessary, (2) the amount or direction or guidance presented, (3) the 
presence or absence of working examples, (4) the nature of the invention, (5) the state 
of the prior art, (6) the relative skill of those in the art, (7) the predictability or 
unpredictability of the art, and (8) the breadth of the claims. 

In the instant case, the quantity of experimentation would be large since there 
are myriad of peptide fragments which may or may not possess biological activity of 
human aspartoacylase, ranging from a two amino acid peptide fragment up to one 
amino acid less than the full length protein. However, there is no requirement in the 
claims that the there needs to be a minimum fragment length which spans essential 
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amino acids in order for said peptide to maintain structure and function equivalent or 
similar to the full length protein. The amount of guidance in the specification is zero with 
regard to a specific length that the fragments need to be, if any, in order to have the 
correct structural conformation and activity of the full length recombinant proteins. No 
working examples are present of fragments. The nature of the invention is such that 
many fragments of many different lengths may or may not have the proper structure 
and/or activity. The state of the prior art is that many peptides have been produced 
which possess no structure or function whatsoever. The relative level of skill in this art 
is very high. The predictability as to what fragment will have which the proper structure 
and function is low. The claim reads on fragments from a single di-peptide up to one 
amino acid less than the full-length protein. 

When the factors are considered in their entirety, the Wands analysis dictates a 
finding of undue experimentation and thus, the claims are not enabled. 
9. Claim 92 is rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for human aspartoacylase that has an altered ability 
to hydrolyze N-acetyl-aspartic acid where the altered ability is derived from amino acid 
substitutions at positions 285, 231 or 305 of SEQ ID No: 2, does not reasonably provide 
enablement for all enzymes that are 95% identical to SEQ ID No: 2 that have altered 
abilities to hydrolyze N-acetyl-aspartic acid. The specification does not enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and/or use the invention commensurate in scope with these claims. 
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Applicants have not provided any information regarding which other human 
mutant aspartoacylases may have a decreased activity. Furthermore, there is no 
indication where the active site even occurs or where other substitutions might occur or 
a way in which to even predict which mutations might induce altered abilities to 
hydrolyze N-acetyl-aspartic acid. Thus, a skilled artisan has merely been provided with 
an invitation to experiment. 

Claim Rejections - 35 USC § 102 

10. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 67, 69-75, 89, 90,92 rejected under 35 U.S.C. 102(b) as being anticipated 
by Matalon et al. (J. Inher. Dis., 1989, 12, 329-331 - Cited on the IDS of 5-18-2005). 
Matalon et al. teach that they have isolated and purified human aspartoacylase. 
Specifically, cells from patients were cultivated in Matalon's modified Eagle's medium 
(p. 329, last paragraph), and that aspartoacylase was purified to homogeneity from 
human (and bovine) brain. Furthermore, bases upon SDS-gel electrophoresis, the 
molecular weight was determined to be 58 kDa (this was reported as unpublished 
results). The claims stand rejected because by all comparable data, the invention now 
claimed and the protein of the prior art are the same or equivalent protein because the 
genus and species of the source is identical, and the relative molecular weight of the 
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protein isolated and reported is identical to that of the instant SEQ ID No: 2. This, 
therefore, anticipates the instant claimed invention because the protein will evidence the 
same or equivalent amino acid sequence whether the amino acid sequence is known or 
not, as the amino acid sequence is a descriptive characteristic of a protein or 
polypeptide and is merely an inherent characteristic. 

The limitations in the claims which state that the human aspartoacylase SEQ ID 
No: 2 is produced by recombinant methods carries no patentable weight because 
whether or not the protein is isolated and/or purified from a recombinant source or from 
an indigenous source (humans in this instance) does not alter the protein in any way. It 
is still the exact same protein. (Relevant to claims 74, 75, 89 and 90). 

The limitation stated in claim 73, is ultimately still a composition with an intended 
use limitation which does not change the fact that it is materially and patentably the 
same human aspartoacylase SEQ ID No: 2 composition. 

Finally, there are several different sources of prior art which indicate that human 
aspartoacylase has been isolated and purified and thus the claimed invention is not 
novel over such prior art. See References of Interest below. 

References of Interest - Not relied upon 

1 1 . Kaul et al. (a) (American Journal of Human Genetics, 1998, 43, p. A10 - Cited in 
on the PTO-892 from 7-2-2004) teach that human aspartoacylase has been purified to 
more than 1 100 fold using 'conventional column chromatography techniques (see lines 
10-12). 
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12. Kaul etal. (b) (J. Neurochem. 1991, 56, 1, 12-135 - Cited on the IDS of 12-1 8- 
2001 ) teach the purification and characterization of aspartoacylase from bovine brain. 
However, they also state that aspartoacylase from human brain and cultured skin 
fibroblasts is also a 58 kDa monomer (like the bovine aspartoacylase) and that it follows 
a similar purification scheme to the bovine aspartoacylase. 

13. Kaul et al. (c) (Nat. Genet., 1993, 5, pp. 118-123) teach the cloning of the human 
aspartoacylase cDNA. However, in the 2"^ introductory paragraph on p. 118, it is taught 
that aspartoacylase has been purified and characterized from bovine brain and from 
other bovine and human sources, which then references the Kaul et al. (b) article 
described above. 



Conclusion 

14. Claims 67-75,89,90 and 92-94 are rejected. Claims 22 and 24 are objected. 

1 5. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Suzanne M. Noakes, Ph.D. whose telephone number is 
571-272-2924. The examiner can normally be reached on Monday to Friday, 7.30am to 
4.00pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jon Weber can be reached on 571-272-0925. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

SMN 

23 September 2005 




